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Sir. 



1, the u.ufcmgncd, AnjaLewiaBicre, do hferaby declare**: 

1. i CT aC^nttandtiMn,tcadingMTlu}us^Oaks ( Califoniia. 

2. I have beer. awarded a doctorate in Molecular Biology from the Max-Flanck- 
tofititwte/Free University ifl Berlin, Oeim«iy, 

3. itavebt^ employed by Air^dnoel^^^ 

Scientist at Amgcn. Durin R my ernplnyment at An*™. I have b<*« engaged in ws^b and 
dcveloproentlii theaicaof amyloidosis including; Alzheimer's disease. 

4. I have reviewed the Ensd Office Action, and I iiavc reviewed th* refeiwius rrf 
Walkers at., Konig «t Bectar «r ut, widBMijajrM, sited by the Bumbia in a rtjectfcm of 
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at Jcaa: toe follcywittg reasons: ' 

At the tune rf Applied ta im* «» myWd» «- * 

ilW biti„ g pr«™sorp^^ 

19*5- 8 (2)-7S-82). Unlite amyloid deposits rtd. n highly MM*. nWi » F— 
arftaeveralble (Kuo **. TH* Journal ***** Chemistry, 1996, 271(8):4077^1) the 
p^urwx pro^ are suluble and sadly by ptoses . The iMh. b 4. Ud of 

amyloidosis * that titt* inhibiting the pudorfkm or enhancing the clearance of the 

numeric, soluble precursor^ instead of *» abated fibrils. Urn. -too amyloids » 
extremely .table «d** therapeutic A« d ^ylcid «p*ti «■ never owktad as en 

Rather, at the tbM Of Applicants' invention also attempted to inhibit amyloid 1 Hf, 

formation throw* the of small molecule orpepdde aggregadoniuhibitora, which S t a b5li/xd 
certain conf anuidona of soluble pro*** molecules U> prevent aggregate (Tjembere *» A, 
Journal of Biologic^ Chemistry, WW, 27 1(15):65*5-6548). 

At the time of Applicants' invention, therapy for peripheral amyloidosis vwt focosert cm 
the affected organ, f or example, physicians treated vnadary and hereditary amyloidosis by 
sagictdlyren.pviugtheaRiyloiddeposiiK. Alternatively, physicians treated prfnwy m^yloidosia 
with conventions doses of chemothewpy or high doses m combination wlm autologous skt* 
cell transplant*!™ (FalK ot A, The!*™ England Journal of Medicine, 1997, 337(13): 698-908). 



Is 

II. 



''•■'■£:'s '! 
t'.;f=.. 



B. The successful «$e of antibodies to treat amyloidosis was unexp«t«d. 

Prior to Applicants' invention, antitodise againsi amyloids hod only been used as 
much tools ***** diignocdc purposes. Antibodies wate not used to tteat patients wffafag 
from amyloidosis. { . 
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^ Paction vacc^ ind.ee a variety of i— respond The p^onof 

2001, 980 6): 8 931^32). Iti fast T-cell eft*** ~ t^ght *» t» to irtnl 
line dstoe aS rir*tthe aeration of A» (PrrifffcUttMb 2000. W *>(5»114). 
Accotdingly, ic w» not obviou* *«* time of Applets' invention^ ^bnwAa. 
„f 8 Client with anilbndica would fee effective in treating amyloidosis, 

i„ vttn, to not predictive «f fl* Mutt*—. «f *• fur "i*"** * m ° rtukUn£ 

tte foWWmOf^lQd.*osi^ 

patient 

be useful far detecting amyloid deposits. Although Beokw a at n*y provide a genend 
suggestion of ih B use of antibodies i the treatment of *nyl otdosto , notably. thoyMw provide 
«ny method f Of obtaining sueh antibodies «gain*t amyloid fibrils. Bcnj OTW Mrfy provides o 
definiti un for c^ftuzwlon. H™, nor* of these cited references, even it, combination, provide 
antibodies w method* for inhibiting or ^odnlBnngthcrori.istiQTi of ^yloidd 6p osi»ortoe 
removal of amyloid deposits firom a patient. 

The binding of antibodiM to Inhibit or modulate the fonnadun of amyloid deposits ina 
patierr or the removal of uuylold deposits from » vstknt is a on* complex process than fhr 
binding of *n antibody to an styloid deposit for diagiostic deteotiofl. To detect an amyloid 
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- a™™** of the imytoUI deposit- To 
to,.,** • ^^^^ » -SWUM' ft—.* ^ 

additional components tftte unman* system- m ■ndatrflpei 
^^^^ 

A 00 crintfy,tfU*»pw» ^-twi^ wuold have been effective In 

fonnadoii of omylcid flbnl cu by ttmovui B amy y 
citod references tow* render the tiUhwdfevaiflon oWous. 

IX Conclusion t . . 

Applicants unexpectedly QiwoVBrta nu»t andbodies me effective ill UeBt '^ 

patient. 
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5. 1 further deolare that all &tateniwit& roadft herein of my own knowledge are true, and 
that oil statements nude on infbnnarion and belief are bfitieved to be true, and further, that th$s& 
statement were made with tht knowledge that willful false statements and the like so made ore 
punifthable by fine or imprisonment, or both, unaVr Section 10U1 of Title 18 of the United SLatcs 
Cede, and ifaut such willful false statements may jeopsmlizo (he validity of the. application or any 
patent issuing thereon. 



Date: \Q\Z^\W ^ 



By: 



*Jc&*-+*** Give? e_ 
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